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REMARKS 



Claims 13-36, 38, and 42-53 remain pending in the application, no claims having been 
canceled or added by the above amendment. The amendment to claim 34 is supported, e.g., at 
page 3, lines 7-9, and page 4, lines 20-23. Claims 49-53 are amended to delete the phrase "on at 
least one occasion." No new matter has been added. 

Applicant notes with appreciation that the Final Office Action mailed October 6, 2008 
(the "Final Office Action") withdrew the prior rejection of claims 13-36, 38, 42 and 43 for 
failing to comply with the written description requirement under 35 U.S.C.§ 112, paragraph 1 . 
However, all of the pending claims remain rejected on one or more grounds, as discussed below. 

Rejection under 35U.S.C. §112, paragraph 1 

Claims 49-53 were rejected as allegedly lacking written description, based on the 
Examiner's belief that the specification does not disclose the limitation "on at least one 
occasion." Applicant disagrees, as this concept is unquestionably implicit in the disclosure. 
However, in order to facilitate prosecution, the objected-to phrase has been deleted from each of 
claims 49-53. Applicant notes that this amendment does not change the scope of these claims. 
Each of claims 49-53 still requires that the recommendation have caused the patient to inhale the 
composition, and still does not place an upper limit on the number of times. Accordingly, the 
claims now make implicit what was, prior to amendment, explicit. 

Withdrawal of the rejection is respectfully requested. 

Rejection under 35 U.S.C. § 101 

Claims 13-36, 38, 42 and 43 were rejected as allegedly being directed to non-statutory 
subject matter. The Final Office Action correctly notes at page 14 that "what happens after the 
providing steps, the actual administration of the inhaler to patient's body is not an element of the 
claim." However, the Final Office Action goes on to draw an unwarranted conclusion from that 
fact: 
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There is no requirement a practical application actually be associated with this provided 
steps.... In this case, neither a transformation nor reduction would result from the claimed 
invention because the limitation that the patient actually performs the administration of 
the claimed composition is not an element of the claim. The "reduction" or 
"transformation" would only occur with the actual administration of the claimed 
combination.... Thus, no reduction or transformation would take place with the claimed 
invention because the claims do not recite the necessary step of a practical application 
associated with the claimed recommendation.... Therefore, the claimed subject matter is 
deemed non-statutory. (Informal English in the original.) 

There is nothing in the statute nor the case law supporting the Examiner's assumption that only a 
step of actually administering the combination to the patient could possibly qualify as a 
"reduction" or "transformation" as required by In re Schrader (and more recently by In re Bilski, 
slip op 2007-1 130 (Fed. Cir. 2008)). Applicant previously pointed this out, 1 yet the Examiner 
continues to maintain her position that an "administration" step is absolutely required, without 
citing authority nor even a rational basis to support this novel proposition. Applicant again asks 
the Examiner to explain why she believes that a method that transforms an asthma patient into a 
someone provided with both (1) an inhaler and (2) a recommendation as to how to use the 
inhaler is not a "transformation" and so does not qualify as statutory subject matter under U.S. 
law. A bare, conclusory statement that the claimed method is not a "practical application" does 
not substitute for the necessary explanation. There really is no question that the presently 
claimed method qualifies as "practical" to the patient who thereafter understands how best to 
utilize the provided inhaler. If the Examiner continues to disagree, she is asked to explain her 
position so that Applicant can respond. Applicant submits (yet again) that the claimed method 
"transforms" the patient into a person with both an inhaler and a recommendation as to how to 
use it. This certainly meets the requirements of 35 U.S.C. § 1 01 , as recently interpreted by the 
Federal Circuit sitting en banc in In re Bilski. U.S. law requires nothing more. 
Withdrawal of the rejection under § 101 is therefore requested. 



In the Response filed June 3, 2008. 
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Rejection under 35 U.S.C. § 103(a) 

Claims 13-15, 17, 18, 20-36, 38, and 42-53 were rejected as obvious over Carling, for the 
same reasons that have been asserted in multiple prior Office actions. Claims 16 and 19 were 
rejected as obvious over Carling and further in view of Aberg et al. and Ryrfeldt et al., again for 
the same reasons as previously asserted. According to the Examiner, Carling' s teachings that the 
combination of formoterol fumarate dihydrate and budesonide can be used to treat asthma, and 
that the dosage "strongly depends on the patient (age, weight etc.), severity of disease (mild, 
moderate, severe asthma etc.)" mean that it would have been obvious to carry out the claimed 
methods. The Examiner acknowledges at page 16 of the Final Office Action that the present 
claims differ from the disclosure in Carling in that the present claims require recommending that 
a patient use the inhaler "as needed" as determined by the patient. However, the Examiner 
asserts that such a recommendation would be "obvious," stating that Carling teaches the dosage 
"strongly depends on the severity of disease (mild, moderate, severe asthma) and the suitable 
daily dosage is up to 8 inhalation." Applicant has previously explained that Carling says the 
combination should be administered just twice per day, and the teaching in Carling about varying 
the dosage according to the "severity of disease" means that the physician should set a dosage 
(always to be administered twice per day) based on the patient's severity of disease, certainly not 
that the patient is free to do so. Applicant has also previously explained that those of skill in the 
art understood that dosages of steroid drugs such as budesonide were never left to the discretion 
of the patient, as they could potentially produce dangerous side effects, so needed to be carefully 
monitored by the physician. Applicant provided voluminous evidence to support these 
assertions, evidence that the Examiner has simply dismissed as "not persuasive" based on 
nothing more than Carling' s general teachings that (1) the combination could be formulated to 
deliver 12 |ag formoterol and 100 \ig budesonide, and (2) the maximum daily dose of formoterol 
is 100 fig and the maximum daily dose of budesonide is 1600 ug. The Final Office Action states 
at page 8 that 

the teachings of Carling et al, are clear as to the specific combination comprising 
formoterol and budesonide useful in the specific medical treatment, namely, asthma. 
This specific teaching would have motivated one of ordinary skill in the art to make a 
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protocol for a patient having symptoms of asthmatic attack which include self- 
administration of a dose as needed up to the maximum taught Carling et al. 

Given the actual facts of how steroids such as budesonide in fact were prescribed for treatment of 
asthma (facts firmly established by Applicant's evidence), the above-quoted interpretation of 
Carling et al. and how it would have "motivated" one of ordinary skill in the art is startlingly 
unwarranted. Rather than supply evidence that might contradict Applicant's evidence, the 
Examiner merely dismisses Applicant's evidence as "not persuasive" based on nothing more 
than her contrary interpretation of Carling. Given the powerful evidence previously supplied by 
Applicant—evidence going to lack of motivation, lack of expectation of success, extraordinarily 
surprising results, teaching- away, and skepticism of experts-it appears that the Examiner is 
determined not to be swayed by any sort of facts. Such a position would of course be 
inconsistent with established law. A determination of obviousness must be based on all the facts 
of record. 

For example, Applicant had previously argued, and provided evidence proving, that the 
use of budesonide or other powerful glucocorticosteroids was not, prior to the present invention, 
left to the discretion of the patient. The Final Office Action at page 6 dismisses this argument, 
stating that Carling et al. "teach otherwise." Rather than point to where Carling et al. "teaches 
otherwise," the Final Office Action merely says that Carling et al. "teach that the combination of 
budesonide with formoterol can be administered effectively and safely up to 6-100ug formoterol 
with a daily dose of budesonide in a range of 50-4800ug." Carling et al. never say that every 
patient could safely take the maximum dose (indeed, it is clear from the evidence of record that 
many could not safely take such a dose), and certainly does not say that the patient should be 
given the discretion of deciding how much to take. It remains established that Carling et al. does 
NOT teach that the patient can make the decision about how much of the combination can be 
administered per day (i.e., Carling et al. is silent on that), and further that the art understood that 
the patient should NOT make that decision. 

Similarly, Applicant had previously argued that the Carling et al. reference says that, 
regardless of the number of inhalations necessary to administer the dose set by the physician, 
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those inhalations should be grouped into just two administrations per day. The Examiner found 
this "not persuasive" because Carling et al. gave an example of an inhaler that delivers a 
particular dose that is approximately one-eighth of the maximum dosage taught by Carling et al. 
Based on that, the Examiner posits that the maximum dosage "could" be spread out into up to 
eight administrations per day. Applicant has repeatedly pointed out that Carling et al.'s 
statements do not amount to a teaching that the patient should decide how much to take, and how 
often, and they certainly do not contradict the evidence supplied by Applicant regarding what 
those of skill in the art understood about how glucocorticosteroids should be administered to 
asthma patients. Yet the Examiner persists in an interpretation of Carling et al. that is contrary to 
the facts of record. 

At page 8, the Final Office Action states that Applicant's interpretation of Carling et al. 

"is not found persuasive because the teachings of Carling et al. are clear as to the specific 

combination comprising formoterol and budesonide useful in the specific medical treatment, 

namely, asthma." Applicant has never argued that Carling et al. does not teach use of the 

combination to treat asthma — clearly it does. That is not the issue. However, Applicant does 

emphatically disagree with the next three sentences of the Final Office Action, i.e., 

This specific teaching would have motivated one of ordinary skill in the art to make a 
protocol for a patient having symptoms of asthmatic attack which include self- 
administration of a dose as needed up to the maximum taught by Carling et al. One of 
ordinary skill in the art would recommend the dosage regimen taught by Carling et al. to 
an asthmatic patient in order for such a patient to safely rescue from an asthmatic attack. 
One of ordinary skill would recognize that it is advantageous for the patient to self- 
administer the treatment to avoid the dire consequences of waiting for professional 
assistance. 

The above-quoted language seems to imply an assumption that budesonide was recognized as 
potentially useful to avert an acute asthma attack. Perhaps that is the misconception underlying 
the entire rejection over Carling et al. As Applicant tried but may have failed to make clear, 
budesonide (like other glucocorticosteroids) was at the time of the invention known to have only 
an indirect and gradual effect on asthma symptoms, useful for keeping airway inflammation 
under control as a long-term preventative, but considered useless as an emergency 
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bronchodilator . Glucocorticosteroids were generally understood in the art to play no role 
whatsoever in the immediate alleviation of bronchconstrictions in an acute asthma attack. See, 
for example, Applicant's Brief on Appeal filed March 3, 2006 (the "Appeal Brief), at page 20, 
and the evidence cited therein. See also the Symbicort® Turbuhaler® package insert (dated 
2001) enclosed as Exhibit A. Symbicort® is the trade name for a combination of budesonide 
and formoterol fumarate dihydrate, sold for the treatment of asthma. On the second page of the 
package insert, in the section of column 1 headed "Dosage", is the following information 
(emphasis added): 

Remember it is important to take your medicine regularly. Your doctor will advise you 
of the correct dose to treat your asthma. The instructions on the label should remind you 
of what your doctor has said. The doctor will reduce your dose to the lowest dose needed 
to control your asthma. Do not use Symbicort to relieve an acute attack , for this you 
should use your blue 'relief inhaler. 

This illustrates that, even in 2001 (years after Carling was published), physicians understood that 
it was up to the doctor, not the patient, to decide how much of the budesonide/formoterol 
combination product to take, and that the combination should never be used to relieve an acute 
attack . For relief of an acute attack, the patient was given a "blue 'relief inhaler" with a quick- 
acting bronchodilator, not a budesonide-containing medication. The Symbicort® package insert 
at Exhibit A goes on to explain that the budesonide/formoterol combination product should be 
administered twice a day unless the patient's doctor has decided that administration just once per 
day is sufficient to control the patient's symptoms: 

The usual dose for adults is 1 -2 inhalations twice daily . Your doctor may ask you to take 
your medicine once a day if your symptoms are well controlled. You should only take 
your medicine once a day if your doctor has specifically told you to. (emphasis added) 

This clearly states that it was up to the doctor, not the patient, to decide whether to the 
combination should be taken twice per day or only once, and that the patient must follow the 
doctor's specific orders in that regard. Administration more than twice per day is not even 
contemplated. There is no suggestion that the patient should ever increase his own daily dosage 
or administer the combination more than twice per day, even if his symptoms are worsening. To 
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the contrary, the patient is told to "Contact your doctor immediately" in such a situation (page 2, 
top of column 2), and is pointedly warned, " Do not use Symbicort to relieve an acute attack " 
(page 2, column 1). Applicant does not see how this could possibly be construed to imply that 
administration could be more than twice per day and as often as the patient chooses, or that the 
combination could be used to relieve an acute attack. 

All of the evidence of record supports Applicant's position that one of ordinary skill 
would have advised a patient experiencing an asthma attack to self-administer a short-acting 
bronchodilator, and not a glucocorticosteroid nor a combination that includes a 
glucocorticosteroid. Administration of such a combination whenever experiencing asthma 
symptoms would risk overdosing on the glucocorticosteroid part of the combination, and for no 
expected benefit over the bronchodilator alone. This is the thrust of the teaching-away and 
skepticism of experts evidence that Applicant has already made of record, but the above-quoted 
language from page 8 of the Final Office Action leads Applicant to infer that this point may not 
have been made sufficiently clear. If it is still not clear, the Examiner is earnestly invited to 
telephone Applicant's representative to discuss. 

The Final Office Action at page 10 says, "Carling et al. teaches that combination of the 
two active agents have greater efficiency and duration of bronchodilator action, and rapid onset 
of action, which provides rescue medicine, adequate dosing for the treating asthma (see page 4, 
lines 4-21)." (Informal English in the original.) What the Final Office Action significantly fails 
to note is that the cited passage at page 4, lines 4-21 , actually ends by saying that the 
formoterol/budesonide combination that produces those benefits should be given twice per day : 
"The combination according to [the] present invention permits a twice daily dosing regime 
as a basic treatment of asthma, particularly nocturnal asthma." (Emphasis added.) Read in 
the context of that last statement about a "twice daily dosing regime," it is clear that Carling 
et al.'s reference to a "rescue medicine" at line 8 does not mean that the combination should ever 
be taken more than twice per day, e.g., whenever the patient is suffering an attack. Rather, 
Carling et al. uses the term "rescue medicine" to refer to the immediate, formoterol-induced 
bronchodilator effect that the patient will notice upon administration of the combination twice 
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per day. If Carling et al. had been referring to a medicine to be administered whenever the 
patient felt an attack coming on, they would not have specified that the combination is intended 
for a "twice daily dosing regime." This interpretation of Carling et al., and not the Examiner's 
interpretation, is consistent with all of the evidence of record. The Examiner has cited no 
evidence whatsoever in support of her interpretation. 

Aberg et al. and Ryrfeldt et al. are cited solely for their alleged respective disclosures of 
the (R,R) isomer of formoterol (as specified in claim 16) and the 22R epimer of budesonide (as 
specified in claim 19). Neither reference makes up for the deficiencies of Carling et al. discussed 
above. 

In view of the above, withdrawal of the rejection for obviousness is respectfully 
requested. 



Applicant asks that the rejections of record be withdrawn and the claims allowed. If any 
questions remain, the Examiner is asked to telephone the undersigned at 808 986 0300 (if prior 
to April 10, 2009) or 617 521 7037 (if after April 10, 2009) so that they can be resolved. 

A Request for Continued Examination, Information Disclosure Statement, and Petition 
for Extension of Time accompany this Reply. Please apply any charges or credits to deposit 
account No. 06-1050. 



CONCLUSION 



Respectfully submitted, 



Date: April 3, 2009_ 



/Janis K. Fraser/_ 
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